Summary. Two 
Pseudoxanthoma elasticum (PXE) is an inherited defect of elastic tissue. It is characterized by a flexurally distributed, subcutaneous lemon-yellow rash, histological examination of which shows a subcutaneous deposit of abnormally fragmented and hypertrophied elastic fibres in the middle third of the dermis (Lever, 1967) . Ophthalmic complications are common with angioid streaks and a choroidoretinopathy. Intermittent claudication and gastrointestinal haemorrhage are also recognized complications (Carlborg et al, 1955;  Woo and Chandler, 1958) .
Most of the previous evidence has favoured autosomal recessive transmission of the disease (Cockayne, 1933; McKusick, 1973) , although there has been some less convincing evidence in support of autosomal dominant transmission (Touraine, 1941) . Cahill (1957) described the transmission of PXE through three generations of an Australian family and Wise (1966) , in a thorough review of the literature, also found support for this hypothesis. There has been no previous report of clinical heterogeneity of the syndrome. Those who support the dominant or recessive hypothesis have tended to consider them mutually exclusive. This paper describes two families with autosomal dominant PXE, each with clinical features sufficiently distinctive as to suggest two separate dominant forms of the syndrome.
Sources and Allocation of Patients
In an attempted complete ascertainment of affected persons in England and Wales, 182 affected individuals were detected, 142 of whom provided detailed clinicogenetical data. There were 121 index patients and families, of which 64 were subsequently classified as autosomal dominant, and the rest recessive. The latter have been discussed elsewhere (Pope, 1972; 1974) . Allocation of patients to a dominant or recessive group depended upon the pedigree patterns, so that those with multiple affected generations and with all possible combinations of parent-child transmission were placed in the dominant group, while those with affected sibs but no affected parents or children were placed in the recessive group. Singleton cases were allocated to the groups according to their clinical pattern alone.
Sources of patients included the following groups: A. (Fig. 1) Genetic Data. Both pedigrees were autosomal dominant, since there were multiple affected generations, and all possible combinations of parent to child transmission. All subsequent pedigrees, which were allocated on genetic and clinical grounds to these same groups, also satisfied these criteria and will be the subject of a separate paper. However, further evidence is presented here to support the autosomal dominant hypothesis.
Autosomal dominant traits are usually transmitted by the marriage of affected heterozygotes with unaffected wild type homozygotes, because the homozygous state is usually lethal. Therefore, the ratio of affected to unaffected should be very close to unity after correcting for bias of ascertainment. These data for the 64 dominant pedigrees are contained in Tables II and III.  Table II shows the type I groups to have been arranged as follows. Thirty-six affected and 30 unaffected males, ratio 1-2 to 1; 33 affected to 37 unaffected females, ratio 0-89 to 1; total figures 69 affected to 67 unaffected, ratio 1 03 to 1. This did not significantly differ from the expected values. 1-34/1
Total males = 106, total females = 100, ratio males/females = 1-06/1.
There was probably significant bias in the ascertainment of this latter group but Bernstein's (1929) correction which for reasons of random fluctuation was not needed for the type I group was applied to both sets of data (see Tables IV and V) .
Type I Group (Table IV) . The pedigrees were arranged by sibship size and the expected numbers per sibship of living and dead individuals with PXE compared with the observed numbers. The calculated expected number of 76-6 closely approached the observed number of 69, with chi-squared 0 75 for 10 degrees of freedom, which was not statistically significant.
Type II Group (Table V) . These data were handled in the same way as those for type I group, There was strong genetic support for the autosomal dominant hypothesis. This was provided in two ways.
(1) The pedigree patterns of these and other families showed multiple affected generations, with all possible modes of transmission, which included father-son, father-daughter, mother-son, and mother-daughter transmission.
(2) Formal analysis of the pooled data was of interest. There was no question of autosomal recessive transmission in any of these families. In fact, the type II group (see Table III ) had more affected than unaffected individuals, so exceeding the expected one-to-one ratio. This was explained by the bias of the ascertainment, since when the data were corrected for this, then the expected one-to-one values were obtained. Other possible explanations such as undetected heterozygote marriage, or underestimation of those affected because of the subtlety of the physical signs, were unlikely alternatives. 
